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DETAILED ACTION 

1. Claims 1-74 are pending in the instant application. Claims 3, 17, 30 and 31 have been 

amended as requested by Apphcant in the Paper filed February 1, 2007. 

Claims 4-7, 10, 14-16, 20, 22, 23, 28, 29, 35, 43-65 and 69-74 are withdrawn from 

further consideration pursuant to 37 CFR 1.142(b), as being drawn to a nonelected invention, 

there being no allowable generic or linking claim. 

Claims 1-3, 8, 9, 11-13, 17-19, 21, 24-27, 30-34, 36-42 and 66-68 are currently under 
examination. 



Withdrawn Objections and Rejections 

2. Any objection or rejection of record which is not expressly repeated in this action has 
been overcome by Applicant's response and withdrawn. 

New Rejections 
Claim Rejections - 35 USC§112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

3. Claims 1-3, 8, 1 1-13, 17-19, 21, 24-27, 30-33, 36-42 and 66-68 are rejected under 35 
U.S.C. 112, first paragraph, as failing to comply with the written description requirement. The 



claim(s) contains subject matter which was not described in the specification in such a way as to 
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reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
appUcation was filed, had possession of the claimed invention. 

The claims are drawn to a method for increasing endothelial cell proUferation by 
administering a compound that will decrease ezrin activity. The claims do not require that the 
compound possess any particular structure. Thus, the claims are drawn to a genus of compounds 
that is defined only by activity. 

To provide evidence of possession of a claimed genus, the specification must provide 
sufficient distinguishing identifying characteristics of the genus. The factors to be considered 
include disclosure of compete or partial structure, physical and/or chemical properties, fimctional 
characteristics, structure/fimction correlation, methods of making the claimed product, or any 
combination thereof. In this case, the only factor present in the claim is a partial structxire in the 
form of a recitation of percent identity. There is not even identification of any particular portion 
of the structure that must be conserved. Accordingly, in the absence of sufficient recitation of 
distinguishing identifying characteristics, the specification does not provide adequate written 
description of the claimed genus. 

VaS'Cath Inc. v. Mahurkar, 19USPQ2d 1111, clearly states that "appUcant must convey 
with reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was 
in possession of the invention. The invention is, for purposes of the 'written description' inquiry, 
whatever is now claimed'' (See page 1117.) The specification does not "clearly allow persons of 
ordinary skill in the art to recognize that [he or she] invented what is claimed." (See Vas-Cath at 
page 1116). As discussed above, the skilled artisan cannot envision the detailed chemical 
structure of the encompassed genus of polypeptides, and therefore conception is not achieved 
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until reduction to practice has occurred, regardless of the complexity or simplicity of the method 
of isolation. Adequate written description requires more than a mere statement that it is part of 
the invention and reference to a potential method of isolating it. The compoxmd itself is required. 
See Fiers v. Revel, 25 USPQ2d 1601 at 1606 (CAFC 1993) and Amgen Inc. v. Chugai 
Pharmaceutical Co. Ltd., 18 USPQ2d 1016. 

One cannot describe what one has not conceived. See Fiddes v. Baird, 30 USPQ2d 1481 
at 1483. In Fiddes, claims directed to mammalian FGF's were found to be unpatentable due to 
lack of written description for that broad class. The specification provided only the bovine 
sequence. 

Therefore, only Y27632, but not the full breadth of the claims, meet the written 
description provision of 35 U.S.C. §112, first paragraph. Applicant is reminded that Vas-Cath 
makes clear that the written description provision of 35 U.S.C. §1 12 is severable firom its 
enablement provision (see page 1115). 

Claim Rejections - 35 USC §102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

Maintained Rejections 
Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 
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The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

4. Claims 1-3, 8, 9, 1 1-13, 17-19, 21, 24-27, 30-34, 36-42 and 66-68 remain rejected under 
35 U.S.C. 112, first paragraph, as failing to comply with the enablement requirement. The 
claim(s) contains subject matter which was not described in the specification in such a way as to 
enable one skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and/or use the invention, for reasons of record in the previous office action, and below. 
Applicants traverse the rejection on pages 16-19 of the response and submit that they disclose 
that disruption of ezrin activity in vivo increased endotheUal cell proUferation and angiogenesis 
and blood vessel formation in a mouse hind limb ischemia model as shown in the specification at 
Example 14 and Figure 13, wherein mice with induced hindlimb ischemia were injected with 
HUVECs transfected with either wild-type ezrin or with ezrin having a dominant negative 
mutation that reduced ezrin activity. Mice that received HUVEC having reduced ezrin activity 
showed a fimctionally significant increase in blood vessel formation as evidenced by a marked 
increase in hindlimb perfusion. No such increase in perfusion was observed in mice that received 
HUVEC transfected with wild-type ezrin. Applicants also submit that following angioplasty, 
local expression of TNF at sites of arterial injury reduces endothelial cell proliferation and re- 
endothelialization of the damaged blood vessel (page 39, line 20, to page 40, line 6), and that 
these negative changes can be blocked by decreasing ezrin activity as evidenced in Examples 12 
and 13, where AppUcants show that decreasing ezrin activity blocks TNF's suppression of 
endothelial cell proliferation. In addition, Applicants have shown that blocking RhoA kinase 
activity using Y27632 reversed ezrin/TNF mediated inhibition of endothelial cell proliferation 
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(Figure 15C and Example 16, page 47, line 25, to page 48, lines 1-1 1). Applicants argue that 
based on these results, one skilled in the art would expect that decreasing ezrin activity should 
reduce the severity of blood vessel damage when a mammal is exposed to conditions conducive 
to damaging the blood vessels. Also argued is that the Office's reUance on the Uchida et ai. and 
Shibata et al. references is misplaced because the question of whether or not a reference **teaches 
away" from Applicant's claimed method is irrelevant to the question of enablement, and the 
proper test of enablement is whether AppUcant's specification teaches one of skill in the art to 
"make and use" the claimed invention. 

Applicants' arguments have been considered but are not found persuasive. Applicant's in 
vitro results indicate that Y27632 could be useful in vivo for treating ischemic vascular disease 
by enhancing endothelial cell growth. However methods of treatment of mammals are more 
complex. It is not unexpected that the mice receiving HUVECs transfected with a dominant 
negative mutation had a functionally significant increase in blood vessel formation compared to 
mice receiving HUVECs transfected with wild-type ezrin. The wild-type ezrin HUVECs would 
be expected to behave like the endogenous endothelial cells; that is, TNF would induce ROCK-2, 
and ROCK-2 would phosphorylate enzrin both in the endogenous cells and the transplanted 
HUVECs, causing inhibition of cell proliferation in those cells. However, in mice receiving 
HUVEC cells containing a dominant negative mutation of ezrin, the endogenously produced 
TNF would not be able to affect the dominant negative mutant ezrin in the HUVECs, as shown 
in Example 12, resulting in cell proliferation from those HUVECs. However, for claims 
requiring administering a compound that decreases ezrin activity, the proper control in the in 
vivo experiment of Example 14 would be dividing the hindlimb ischemia mice into two groups, 
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one that would receive a composition comprising Y27632, and one that would receive a control 
composition that does not contain Y27632 after establishing hindlimb ischemia. This is what 
Shibata et al. did in their study on vascular injury in rats. Shibata et al. decreased the activity of 
ezrin by administering the kinase inhibitor Y27632, but found it had no effect on 
reendothehazation. 

There are many factors considered when determining if the disclosure satisfies the 
enablement requirement and whether any necessary experimentation is undue. The criteria set 
forth in Ex parte Forman (230 USPQ 546 (Bd. Pat. App. & Lit. 1986) and reiterated in In re 
Wands (858 F.2d 731,737,8 USPQ2d 1400, 1404 (Fed. Cir 1988), include, but are not limited to: 
1) nature of the invention, 2) state of the prior art, 3) relative skill of those in the art, 4) level of 
predictability in the art, 5) existence of working examples, 6) breadth of claims, 7) amount of 
direction or guidance by the inventor, and 8) quantity of experimentation needed to make or use 
the invention. In re Wands, 858 F.2d 731, 737, 8 USPQ2d 1400, 1404 (FED. Cir. 1988). 

All the Wands factors are considered and it is the balance of factors that determines 

whether a disclosure enables the use of the invention. In the previous Office Action, all of these 

factors were considered. 

The MPEP states in section 2164.02: 

"Lack of a working example, however, is a factor to be considered, especially in a case 
involving an unpredictable and undeveloped art." 

In the instant case, an in vitro experiments are not predictive of treating a mammal with a 
compoimd that decreases ezrin activity, for the reasons discussed in the previous Office Action. 
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Applicants are enabled for the method in Example 14, treatment with HUVEC cells containing a 
dominant negative mutation of ezrin. For these reasons, the rejection is maintained. 

It is believed that all pertinent arguments have been answered. 

Conclusion 

5. No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Eileen B. O'Hara, whose telephone number is (571) 272-0878. 
The examiner can normally be reached on Monday through Friday from 10:00 AM to 6:30 PM. 

If attempts to reach the examiner by telephone are imsuccessftil, the examiner's 
supervisor, Gary Nichol can be reached at (571) 272-0835. 

The fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Any inquiry of a general nature or relating to the status of this application should be 
directed to the Group receptionist whose telephone number is (571) 272-1600. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://portal.uspto.gov/extemal/portal/pair. Should you have questions on access to 
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the Private PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll 
free). 

Eileen B. O'Hara, Ph.D. 
Patent Examiner 




